The previously reported association between hypertension and prostate cancer risk was controversial. We performed this systematic review and meta-analysis of all available studies to summarize evidence on this association. Studies were identified by searching PubMed, Web of Science and Chinese National Knowledge Infrastructure (CNKI) databases through January 2016. Pooled relative risks (RRs) with their corresponding 95% confidence intervals (CIs) were calculated using a random-effects model. A total of 21 published studies were included in this meta-analysis. A significant increase in the risk of prostate cancer (RR 1.08, 95% CI 1.02-1.15, P = 0.014) was observed among individuals with hypertension. There was statistically significant heterogeneity among included studies (P < 0.001 for heterogeneity, I 2 = 72.1%). No obvious evidence of significant publication bias was detected by either Begg's test (P = 0.174) or Egger's test (P = 0.277). In conclusion, this meta-analysis indicates that hypertension may be associated with an increased risk of prostate cancer. Considering the substantial heterogeneity and residual confounding among included studies, further large-scale, well-designed prospective cohorts, as well as mechanistic studies, are urgently needed to confirm our preliminary findings.
Results
Literature search and study characteristics. The detailed process of literature search is presented in Fig. 1 . 21 published studies were eventually included in this meta-analysis of the association between hypertension and prostate cancer risk. These studies (14 cohort, 3 nested case-control and 4 case-control studies) were carried out in the following geographical regions: Europe (n = 9), America (n = 8), and Asia (n = 4). All of the included studies were published between 1997 and 2015, including a total of 24,366 cases. Information on exposure (hypertension) and outcome (prostate cancer) was mainly gained from physical examination and Scientific RepoRts | 6:31358 | DOI: 10.1038/srep31358 cancer registry, respectively. The scores of study quality, evaluated by the Newcastle-Ottawa Scale (NOS), ranged from 4 to 8 (with a mean of 6.1). Table 1 lists the general characteristics of all studies included in the present meta-analysis.
Overall analysis and evaluation of heterogeneity. The multivariable-adjusted relative risks (RRs) for each individual study and for the combination of all included studies are presented in Fig. 2 . A significant increase in the risk of prostate cancer (RR 1.08, 95% confidence interval (CI) 1.02-1.15, P = 0.014) was observed among individuals with hypertension. There was statistically significant heterogeneity among included studies (P < 0.001 for heterogeneity, I 2 = 72.1%).
Subgroup analysis. Next, we performed stratified analyses by geographical region, study design, study quality, and number of cases (Table 2 ). In the subgroup analysis based on geographical region, more pronounced association was detected in studies from Asia (RR Sensitivity analysis. The influence of each study on the pooled RR was evaluated by repeating the overall analysis after omitting each study in turn. The results indicated that no single study dominated the combined RR. The 21 study-specific RRs ranged from a low of 1.06 (95% CI 1.00-1.12) to a high of 1.13 (95% CI 1.03-1.24) via omission of the study by Beebe-Dimmer et al. 10 and the study by Lund Håheim et al. 24 , respectively (Fig. 3) .
Cumulative meta-analysis. Cumulative meta-analysis is the process of repeated pooling of individual studies each time adding a new study. In this meta-analysis, we carried out the cumulative meta-analysis according to publication year. As shown in Fig. 4 , the combined RR achieved statistical significance when the study by Bhindi et al. 17 completed in 2015 was added.
Publication bias.
There was no obvious evidence of significant publication bias by Begg's test (P = 0.174) or
Egger's test (P = 0.277).
Discussion
This systematic review and meta-analysis summarized the findings of observational studies on the association between hypertension and prostate cancer risk, including 17 cohort/nested case-control studies and 4 case-control studies. The results indicated that individuals with hypertension had a significant increased risk of prostate cancer. The findings of this meta-analysis were in agreement with a previous meta-analysis 29 , which indicated that hypertension was associated with a significant 15% (P = 0.035) greater risk of prostate cancer. However, that pooled analysis only included 10 published studies, with a total of 4,343 cases. By contrast, the present meta-analysis included more recent studies and thereby had larger sample size (a total of 24,366 cases); potentially improved statistical power.
The exact mechanism underlying the positive association between hypertension and prostate cancer risk is not clear. It has been proposed that hypertension could increase the risk of prostate cancer through the activity of the sympathetic nervous system that can lead to androgen-mediated stimulation of prostate cancer cell growth 18 .
In studies with hypertensive animal models, hypertension can result in abnormal proliferation and a defective growth stimulatory-inhibitory control 30 . On the other hand, individuals using renin-angiotensin system (RAS) inhibitors, an antihypertensive drug, have been reported to be associated with a reduced risk of prostate cancer (RR 0.92, 95% CI 0.87-0.98) 31 . Our study had several strengths. A total of 21 published studies with 24,366 prostate cancer cases were pooled in this meta-analysis, which might enhance the statistical power of the data analysis and thus provide more reliable estimates. Various stratified analyses and sensitivity analyses were performed to explore the sources of heterogeneity and assess the robustness of the combined risk estimate. The estimates for the most fully adjusted model reported in each study were extracted in this study to reduce the potential confounding effect.
There were also several important limitations that need to be considered in interpreting the results of this study. First, substantial heterogeneity was observed across individual studies (P < 0.001 for heterogeneity, I 2 = 72.1%), which might distort the combined estimates. Heterogeneity is caused by variation in definitions and ranges of exposure, methods of exposure and outcome assessment, and population sources. Heterogeneity could also be attributed to the heterogeneity of the prostate cancer disease and the divergent results between hypertension and prostate cancer diagnosis and death 15 . Second, although Begg's and Egger' test did not show any evidence of publication bias, some inevitable publication bias might exist. Small negative studies were less likely to be published and gray literature, due to its diverse origins and unpublished nature, may be difficult to find. Third, a meta-analysis is unable to solve problems with confounding factors that could be inherent in the original studies. Although the majority of included studies adjusted for a wide range of potential confounders for prostate cancer, residual or unknown confounding variables cannot be completely excluded as a potential interpretation for the findings of current meta-analysis. Inadequate control of all known confounding variables may bias the pooled risk estimate, toward exaggeration or underestimation of effect size. Fourth, the cutoff points for the high and low blood pressure groups were various in included studies, which might contribute to the heterogeneity and have an influence on the summary risk estimate. Fifth, this study lacked the data of tumor characteristics. Prostate cancer is a heterogeneous disease and thus prostate cancer patients have very different characteristics, progression and survival. Lastly, subjects with hypertension are under increased medical monitoring, which can cause detection Table 2 . Subgroup analyses of the association between hypertension and prostate cancer risk. No., number; RR, relative risk; CI, confidence interval; NOS, Newcastle-Ottawa Scale.
bias, especially after PSA screening was introduced in the early 1990s. A large proportion of PSA-detected cancers have been low-risk tumors, which may dilute an association between metabolic factors and high risk tumors 32 .
Conclusion
This meta-analysis indicates that hypertension may be associated with an increased risk of prostate cancer. Considering the substantial heterogeneity and residual confounding among included studies, further large-scale, well-designed prospective cohorts, as well as mechanistic studies, are urgently needed to confirm our preliminary findings.
Materials and Methods
Literature search. A comprehensive literature search of published studies was performed in January 2016
based on PubMed, Web of Science, and the Chinese National Knowledge Infrastructure (CNKI) databases with the following search algorithm: ("hypertension" or "blood pressure" or "systolic pressure" or "diastolic pressure") and ("prostate cancer" or "prostate neoplasm") and ("cohort" or "case control" or "case-control"). In addition, the lists of references from retrieved articles and reviews were also checked to identify any additional eligible studies. No limitations on language or publication date were applied. This systematic review and meta-analysis was designed, performed, and reported based on the standards of quality for reporting meta-analyses 33 .
Study selection. A study was included in this meta-analysis if it met all of the following criteria: (i) the exposure of interest was hypertension; Hypertension is defined as a systolic blood pressure above 140 mmHg or a diastolic blood pressure above 90 mmHg.
(ii) the outcome of interest was prostate cancer; (iii) study design was cohort, nested case-control or case-control; and (iv) the risk estimates with their corresponding 95% CIs were available (or enough data were provided to estimate effect size). If multiple publications reported data from the same study, the publication with the largest sample size was included in the meta-analysis.
Quality assessment. Two investigators (Z.L. and X.X.) assessed the quality of each study independently by using the NOS (http://www.ohri.ca/programs/clinical_epidemiology/oxford.asp). NOS is an eight-item instrument designed to assess selection (four items), comparability (one item), and exposure/outcome (three items). Each item represents one point, except for comparability (two points). Thus the range of potential scores is 0-9 points. A study is classified as high quality if the score is 7-9 points.
Data extraction. The following information were gained from each study: first author's name, publication date, geographical region, study design, age, number of cases, method of exposure and outcome assessment, adjusted risk estimates with their corresponding 95% CIs, and matched or adjusted variables in the design or statistical analysis. Information was collected independently by two authors (Z.L. and X.X.) and any discrepancies were subject to discussion.
Statistical methods.
According to rare disease assumption, the OR (odds ratio) was assumed approximately the same as RR, and the RR was designated as the study outcome. RRs and their 95% CIs were used to calculate and assess the strength of the relationship between hypertension and prostate cancer risk. A random-effects model reported by DerSimonian and Laird 34 , which consider both between-study and within-study variability, was applied to estimate the pooled RR and its 95% CI. Stratified analyses were conducted based on geographical region, study design, study quality, and number of cases.
Cochran Q and the I 2 index 35 were adopted to evaluate the heterogeneity of RRs among the included studies. The level of significancefor Cochrane Q was set to 0.1 (10%). The value of I 2 was used to describe the degree of heterogeneity (I 2 < 25%: no heterogeneity; I 2 = 25-50%: moderate heterogeneity; I 2 > 50%: large or extreme heterogeneity).
Sensitivity analysis was conducted by omitting each study in turn and recalculating the combined RR to determine the influence of each study on the overall risk estimate. Cumulative meta-analysis was also performed by sorting the studies according to publication date.
Begg's test (rank correlation method) 36 and Egger's test (linear regression method) 37 were applied to evaluate the potential publication bias. All of the statistical analyses were completed using STATA 11.0 (StataCorp, College Station, TX), using two-sided P values (set at 0.05).
